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Application/Control Number: 09/967,263 Page 
Art Unit: 1642 

1 . The Amendment filed July 8, 2005 in response to the Office Action of 
February 7, 2005 is acknowledged and has been entered. Previously 
pending claim lhas been amended. Claims 1 and 5 are currently being 
examined. 

2. The text of those sections of Title 35, U.S. Code not included in this 
action can be found in a prior Office action. 

3. The following rejections are being maintained: 

Claim Rejections - 35 USC 103 

4. Claims 1 and 5 remain rejected under 35 USC 103 for the reasons 
previously set forth in the Paper mailed February 7, 2005, Section 3, pages 
2-9. 

Applicant argues that since Examiner rejected Applicant's arguments 
drawn to the use of HERCEPTIN alone because the claims are not drawn to 
a method "consisting" of the administration of HERCEPTIN, amendment of 
claim 1 to substitute the term "consisting" for the term "comprising" 
overcomes the rejection. The argument has been considered but has not been 
found persuasive because Examiner specifically stated that the art teaches 
the successful use of HERCEPTIN alone for the treatment of Her-2/neu 
overexpressing tumor and given that teaching it would have been prima 
facie obvious to treat any tumor with HERCEPTIN alone or in combination 
with a chemotherapeutic agent for the reasons of record. Thus, the claimed 
invention remains obvious in view of the teachings set forth in the Paper 
mailed February 7, 2005 that a method of treating cancer with HERCEPTIN 
alone clearly was effective as disclosed by Pegram et al who clearly teach 
the effectiveness of the antibody alone for in vivo treatment. Further, as 
previously set forth, a method of treating patients with HERCEPTIN alone 
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was successful for a subset of the cases documented wherein not only partial 
but also a complete responder was reported and wherein it was found that 
upon treatment with HERCEPTIN alone, 39% of the patients assessed met 
the criteria for stable disease as taught by Bookman et al. As set forth 
previously, "Given this teaching, despite suggested combination of 
HERCEPTIN with cisplatin, it is clear that one of ordinary skill would have 
a reasonable expectation of success in treating any cancer that overexpresses 
HER-2/neu with HERCEPTIN alone" (see page 5 of the previous Action). 

Applicant further argues that since Pegram et al and Bookman et al 
found low response rates for treatment with HERCEPTIN alone, the prior art 
in combination do not teach or suggest all of the elements of Applicants' 
amended claim. The argument has been considered but has not been found 
persuasive as drawn to Pegram et al because, Applicant is misrepresenting 
the teachings of Pegram et al. As previously set forth, Pegram et al do not 
teach that treatment with HERCEPTIN alone was not effective, rather 
Pegram et al teach that response rates of the combination therapy were 
higher than that of the anti-Her-2/neu monoclonal antibody alone. Further, 
although Bookmen et al specifically suggest the combination therapy, 
Bookmen et al also teach the successful use of HERCEPTIN alone for the 
reasons of record. Applicant further argues that, Bookmen et al explicitly 
state that based on low frequency of HER-2/neu over-expression and very 
low response rates to single agent HERCEPTIN, it would be practical to 
combine HERCEPTIN with platinum based therapy. The argument has been 
considered but has not been found persuasive because, in particular as drawn 
to frequency of HER-2/neu over-expression, as previously set forth Berchuk 
found that 25% of the uterine papillary carcinomas tested had high HER- 
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2/neu staining, Saffari et al demonstrated that 33% of the uterine papillary 
carcinomas tested had high HER-2/neu expression and Wang et al teach that 
a 100% of uterine papillary carcinomas tested presented with high Her-2/neu 
expression. Given this information, one would have a reasonable 
expectation that at least a subset of patients with papillary carcinomas would 
be successfully treated with HERCEPTIN alone, given the high level of 
expression of Her-2/neu documented in these tumor types. 

Although Bookman et al suggest targeting other related signal 
transduction molecules to increase the proportion of patients that might 
benefit from combined therapy, given the information known in the art it is 
clear that one could expect to treat any type of cancer, including papillary 
carcinomas that overexpress Her-2/neu with HERCEPTIN alone with a 
reasonable expectation of success. Further, although Applicant suggests that 
the prior art merely suggests that based on the prior art one would be merely 
trying to arrive at the claimed invention and that the prior art references 
combined do not suggest all of the elements of the instant invention, for the 
reasons set forth previously and above, given the known efficacy of 
HERCEPTIN alone on Her-2/neu overexpressing tumors, given the known 
information that at least a subset of papillary carcinomas overexpress Her- 
2/neu, one would have a reasonable expectation of successfully treating 
papillary carcinomas with HERCEPTIN alone. The arguments have been 
considered but have not been found persuasive and the rejection is 
maintained. 

Claim Rejections - 35 USC 112 
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5. Claims 1 and 5 remain rejected under 35 USC 112, first paragraph for 
the reasons previously set forth in the Paper mailed February 7, 2005, 
Section 4, page 9. 

Applicant argues that the specification clearly discloses HERCEPTIN 
to contain human framework regions with complementary-determining 
regions of a murine antibody that binds to the Mw 185,000 extracellular 
determinant of HER-4/neu and points to page 18, lines 9-12. Furthermore, 
based on the amendments to the specification mailed December 11, 2003, 
HERCEPTIN was described as a humanized murine anti-HER-2/neu 
monoclonal antibody. Further, this is information well known in the art. 
Thus, contrary to the Examiner's contention of no support for HERCEPTIN 
to be a humanized murine monoclonal antibody 4D5, Applicants have 
shown said support in their own specification in addition to the knowledge 
common to those of ordinary skill in the art. The argument has been 
considered but has not been found persuasive because Applicant is arguing 
limitations not recited in the claims as currently constituted. The claims as 
currently constituted are not drawn to HERCEPTIN, but rather are broadly 
drawn to any humanized murine anti-HER2/neu 4D5 monoclonal antibody 
with alterations in the framework or variable regions that are different from 
those of HERCEPTIN. The specification as originally filed provides no 
support for any humanized murine antibody other than HERCEPTIN, does 
not contemplate the use of any humanized anti-HER2/neu monoclonal 
antibody other than HERCEPTIN. The amendment to the claims broadened 
the scope of the invention as originally disclosed in the specification and 
thus the added claim limitation is new matter. The arguments have been 
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considered but have not been found persuasive and the rejection is 
maintained. 

6. All other objections and rejections recited in the Paper mailed 
February 7, 2005 are hereby withdrawn. 

7. No claims allowed. 

8. THIS ACTION IS MADE FINAL. Applicant is reminded of the 

extension of time policy as set forth in 37 C.F.R.. 1 .136(a). 

A SHORTENED STATUTORY PERIOD FOR RESPONSE TO 
THIS FINAL ACTION IS SET TO EXPIRE THREE MONTHS FROM 
THE DATE OF THIS ACTION. IN THE EVENT A FIRST RESPONSE IS 
FILED WITHIN TWO MONTHS OF THE MAILING DATE OF THIS 
FINAL ACTION AND THE ADVISORY ACTION IS NOT MAILED 
UNTIL AFTER THE END OF THE THREE-MONTH SHORTENED 
STATUTORY PERIOD, THEN THE SHORTENED STATUTORY 
PERIOD WILL EXPIRE ON THE DATE THE ADVISORY ACTION IS 
MAILED, AND ANY EXTENSION FEE PURSUANT TO 37 C.F.R. 
. 1.136(a) WILL BE CALCULATED FROM THE MAILING DATE OF 
THE ADVISORY ACTION. IN NO EVENT WILL THE STATUTORY 
PERIOD FOR RESPONSE EXPIRE LATER THAN SIX MONTHS FROM 
THE DATE OF THIS FINAL ACTION. 

9. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Susan Ungar, PhD 
whose telephone number is (571) 272-0837. The examiner can normally be 
reached on Monday through Friday from 7:30am to 4pm. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Jeffrey Siew, can be reached at 571-272-0787. The 
fax phone number for this Art Unit is (571) 273-8300. 

Effective, February 7, 1998, the Group and/or Art Unit location of 
your application in the PTO has changed. To aid in correlating any papers 
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for this application, all further correspondence regarding this application 
should be directed to Group Art Unit 1642. 



Susan Ungar 




Primary Patent Examiner 
August 17, 2005 



